each optionally substituted with 1 to 5 substituents independently selected at each 
occurrence from R^ C.-Ce alkyl-OR^ CpC^ alkyl-NR«R', CONR«R^ CN, COOR' 
S02NR«R', and SOjR'; 

R<* is H, C,-C6 alkyl, CyC.o cycloalkyl, or (Cj-Cjo cycloalkyl) CrCg alkyl; and 

R^ R^ R", R", and R'^are as defined in Claim 52. ^ 



REMARKS 



Marked-up copies of claims 16, 17 and 52 are attached as an Appendix 



Respectfully submitted. 




New York, NY 10023 
Telephone No. 212-708-1915 
Registration No. 31053 
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APPENDIX 

16 (Amended) A method of inhibiting the binding of NPY to the NPYl receptor, which method 
comprises contacting, in the presence of NPY, a solution comprisng a compoxmd of 
[ Claim 1] the formula: 




or a pharmaceuticallv acceptable salt, hydrate^ or prodrug thereof, wherein: 
X is N or CR'^: 

is selected from H, C ,-C . alkvL C. - C cvcloalkvL (C. - C cvcloalkvn C -C. alkvL alkenvL 
alkvnvL cvano. halo, C-C.haloalkvL OR^, C ,-C . alkvl-OR^: C -C . cvanoalkvLNR^R^ 

C,-C .alkvl-NR^R^: 

RMs H, 

C pC^ alkvl which optionally forms a C^-C^ aminocarbocvcle or a Co-C< aminoheterocvcle 

with A or B, each of which is optionally substituted with R^, 

Cj-C] ^ cvcloalkyl, or 

fC-Ci n cycloalkyn C . -C^. alkyl: or 
R^ and R^ jointly with the 2 nitrogen atoms to which they are bound, form a C^>C^ aminoheterocvcle 

optionally substituted with R^, or 
R^ and A jointly form a C.-Cr. aminocarbocycle or a Co-Cc aminoe heterocvcle optionally substituted 

at with R^: 

A represents an alkyl chain of 1,2, or 3 carbon atoms which is optionally mono- or di- substituted at 
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each carbon with substituents independently selected from C | -Cf, alkvl. C i-C m cvcloalkvl. 
(Cj-Cj n cvcloalkvP C . -C. alkvl. C pC ^ alkenvl. C .-C . alkvnvl. cvano. halo. C .-C < haloalkvl. 
aR\ C.-C . alkvl-OR^: C .-C . cvanoalkvl. NR^R^ and C . -C. alkvl-NR'^R". or 
A and B jointly form a C,-C^ carbocvcle. optionally substituted at each atom with R^: 

B represents an alkyl chain of 1 .2 or 3 carbons atoms, which is optionally mono- or di-substituted 
at each carbon with substituents independently selected from C , -C., alkyl. C^ -Ci n cycloalkyl, 
(C-.-C| n cycloalkyl) CpC, alkyl. C^-Cr, alkenyl. C 7 -Q alkynvl. cvano. halo. C-Q haloalkyl. 
OR'. C, -C^ alkyl-OR': C .-C . cyanoalkyl. NR'R^ and C .-C . alkyl-NR^R^ or 

B and R^ jointly form a C^-C, ^ aminocarbocycle . which is optionally substituted at each atom with 
R^.or 

B and R^ jointly form a C-Cr , aminocarbocycle. which is optionally substituted at each atom with 
R!i 

R^ is selected from H. C ,-C. alkvl. C,-C, n cvcloalkyl. fC. -C. » cvcloalkyP C .-C alkvl. C,-C. alkenvl 
C -C. alkvnvl. cvano. halo. C .-C . haloalkvl. OK\ C .- Q alkvl-OR^ C .-C . cvanoalkvl. NR^R^ 
C, -C. alkvl-NR«R^: 

R" is selected from arvl or heteroarvl. each of which is substituted with 1 to 5 substituents 
independently selected from C . -C^ alkvl. C,-C ^ « cvcloalkyl. C -C y cvcloalkenvl. (C^ -Cn 
cvcloalkvn C .-C . alkvl. C .-C . alkenvl. C .-C . alkvnvl. halogen. C .-C. haloalkvl. 
trifluromethylsulfonvl. OR\ C .-C . alkvl-OR^ NR^R^ C .-C . alkvl-NR^R^ CONR«R^ C .-C. 
alkvl-CONR^R^ COOR'. C .-C . alkvl-COOR'. CN. C -C . alkvl-CN. SO.NR^'R'^. SO .R'. aryl. 
heteroarvl. heterocycloalkyl. 3-. 4-. or 5-(2-oxo- 1 .S-oxazoHdinvl). wherein at least one of the 
positions ortho or para to the point of attachment of the arvl or heteroarvl ring to the pvrazole 
is substituted: 

R^ is selected from: 

C. -C. alkvl. fC, -C. » cvcloalkvn C .-C, alkvl. C-C. alkenvl. C.-C. alkvnvl. each of which is 
substituted with 1 to 5 groups independently selected at each occurrence from halo. C t-C^ 
haloalkvl. 0x0. OR', cvano. NR«R^ CONR^R^ COQR^. SO.NR^R^ SO.R'. NR"COR". 
NR"SO,R': 
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ArvlfC pC.^alkvL heteroarvl(C .-C. ,^alkvL arvlfC.-C<.^cvcloalkvL or heteroarvirC .-C ^kvcloalkvl each 
of which is optionally substituted with 1 to 5 substituents independently selected at each 
occurrence from C-Q alkyL C^ -C, ^ cycloalkyL C^t -C, ^ cvcloalkenyL (C, -C. n cycloalkvn C - 
Cg alkvl. CpC . alkenyl, halogen, C .-C . haloalkvl. trifluromethylsulfonyl. OR^ NR^R^ C -C. 
alkvl-OR\ C i-C . alkvl-NR^R^ CONR^R^ COOR^, CN, SO.NR^R^ SO.R^ aryL heteroarvU 
heterocvcloalkvL 3-. 4-, or 5-(2-oxo-L3-oxazolidinyl), wherein any 2 adjacent substituents 
may be take together to form a C-C t ^ cycloalkyl ring, a C^ -C m cycloalkenyl ring or a 
heterocycloalkyl ring; 

CjiC 10 cycloalkyl or C o Co heterocycloalkyl containing one, two, or three O. S, or N atoms, each of 
which is optionally substituted with 1 to 6 substituents independently selected from C ^-C^ 
alkvl. C,-Ci n cycloalkyl, C. -C m cycloalkenyl, (Q-Cm cvcloalkyP C .-C^ alkyl, Ci-C^ alkenyl, 
oxo, halogen, C ,-C . haloalkyl. OR^, NR^R^ fwith the proviso that when two OR^ or NR^R^ 
substituents are geminally located on the same carbon R^ is not H and the geminally located 
OR^ or NR^R"^ substitutuents can be taken together to form a C^-C^ ketal. oxazoline, 
oxazolidine, imidazoline, or imidazolidine heterocycle), C i alkyl-OR^. C ^-C r. alkyl-NR^R^, 
CONR^R^ COOR^. CN. oxo. hydroximino, C -C . alkoximino. SO.NR^R^ SO.R\ 
heterocycloalkyl, arvl, heteroaryl, where aryl or heteroaryl is optionally substituted with 1 
to 5 substituents independently selected at each occurrence from CrC^j alkyl, C^ -Cm 
cycloalkyl, C^ -C m cycloalkenyl, (C^i-Cm cycloalkyl) CrQ alkyl, C-C^ alkenyl, halogen, C - 
C. haloalkvl. trifluromethylsulfonyl. OR\ NR^R\ C ^-C . alkyl-OR^ C .-C . alkvl-NR^R^ 
CONR^R^ COOR^. CN, SO.NR^R^ SO,R^. arvl. heteroaryl. heterocvcloalkvL 3-, 4-, or 5-f 2> 
oxo-l,3-oxazolidinvn, with the proviso that 2 adjacent substituents can optionally form 
together a C^ -C m cycloalkyl ring, a C ^r-C. n cycloalkenyl ring or a heterocvcloalkvl ring; 

arvl or heteroaryl optionally substituted with 1 to 5 substituents independently selected at each 
occurrence from halogen, C i -C. alkyl, C. -C^n cycloalkyl, C^ -C, n cycloalkenyl. (C:,-C .n 
cycloalkyl) C . -C^, alkyl, C i -C^, alkenvl, halogen, C i -Cf, haloalkyl trifluromethylsulfonyl, 
OR^ NR«R^ C . -C. alkvl-OR^, C .-C . alkvl-NR«R^ CONR^R^ COOR^. CN. SO.NR^R^ 
SO^R^ arvl heteroaryl, heterocvcloalkvL 3-. 4-, or 5-(2-oxo-1.3-oxazolidinyD, wherein any 
2 adjacent substituents may be taken together to form a C^ -Ct^ cvcloalkvl ring, a C^-Cm 
cycloalkenyl ring or a heterocvcloalkvl ring: 

or 

3' or 4-piperidinyl, 3-pyrrolidinyl, 3- or 4- tetrahvdropvranyl, 3-tetrahydrofiiranyl 3- or 4- 

30 



tetrahvdropvranvL 3-tetrahvdrofuranvh 3- or 4-tetrahvdrothiopvranvL 3- or 4-(l J-dioxo) 
tetrahvdrothiopvranvL l-azabicvclo[4.4.QldecvL 8-azabicvclof3.2.1]octanvL norbomvL 
quinuclidinvL indolin-2-one-3-vL 2-(methoximmoVperhvdroazepin«6-vl, each optionally 
substituted with 1 to 5 substituents independently selected at each occurrence from R^, C i-C^ 
alkyl-OR\ C -C . alkyl-NR«R^ CONR^R^ CN, CQOR^ SOoNR^R^ and SO,R^: 

R^ is selected from H. C ,-C.. alkyl C.-C n cvcloalkyl (C. -C, n cycloalkyn C .-C . alkvl C^ -C. alkenyl 
aryl(Ci-C ^,^alkyL heteroaryl(C . -Cr.)alkyl each of which is optionally substituted with 1 to 5 
substituents independently from halogen, C i-C . haloalkyL OR^\ NR^R^ C -C . alkyl-OR'\ 
C. -C. alkyl-NR^R^ CONR«R^ COOR^, CN, SOoNR^R^ and SO.R^: 

R^ is independently selected at each occurrence from H, d-C^ alkyL Ci-d n cycloalkyl. C^^-Cm 
cycloalkenyL (C ,-Ci ^ cycloalkyn C - d alkyl. C i -C, haloalkyL or heterocycloalkyL C i-Cq 
alkylsulfonyL arylsulfonyl heteroarvlsulfonvK C | -Co alkanoyL aroyL heteroaroyL aryl 
heteroaryl C . -C. arylalkyl or C , -Cr. heteroarylalkyl each optionally substituted with 1 to 5 
substituents independently selected from halogen. C . -C^, haloalkyh OR^\ NR^R^, C i-C^ alkyl- 
OK'K C pC. alkyl-NR^R^ CONR^R^ COOR^\ CN. SO.NR^R^and SO.R^^ with the proyiso 
that when R^ is SO.R^^ R^^ cannot be H 

R^ and R^ are independently selected at each occurrence from H, CpC^ alkyh C-C .q cycloalkyL C^- 
C . alkenvl C .-C,n cycloalkenyl C^-Cr, alkynyl, heterocycloalkyL C | -C^ alkanoyL aroyl' 
heteroaroyL ar/L heteroaryl, C .-C ^. arylalkyl or CpC^. heteroarylalkyl. or R^ and R^, taken 
together, can form a C . -Cr, aminocarbocycle or a C^-C. aminoheterocycle each of which is 
optionally substituted with C , -Ca alkyL C ^-C^ ^ cycloalkyL C. -C, ^ cycloalkenyl, (d -Cm 
cycloalkyn C-C. alkyL C . -C, haloalkyL 

or heterocycloalkyL CpCg alkylsulfonyL arylsulfonyL heteroarylsulfonyL C . -C^ alkanoyL 
aroyL heteroaroyL aryl, heteroaryL CrCf, arylalkyl or C i -C^ heteroarylalkyl: 

R'^ is selected from H. C . -d alkyL C. -C m cycloalkyL (C -C m cycloalkyn C i-C alkyl: 



R'^ is selected from H. aryL heteroaryL C .- d alkyl, C. -C n cycloalkyL (C. -Cm cycloalkyn C.-C^ 
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alkvL optionally substituted with OR^> NR^R^. C.-Ca aminocarbocvcle, or Co-C< 
f aminoheterocvcle: 

R'^ is independently selected at each occurrence from H, CpC^, alkvL C^-C i q cvcloalkvL (Q -Cm 
cycloalkyn d -C ^ alkvl. C.-C^ alkenyL C.-C^ alkynyl, C i-C ^ haloalkvL with the proyiso 
that when R^is SO.R'\ R^^ cannot be H: and 

R^^ is H. C .-C . alkyL C. -C . cycloalkyL (C. -C. ^ cycloalkyP C .-C. alkyl C.-q alkenyl, 
alkynyl, halo> or CN 

with cells expressing the NPYl receptor, wherein the compound is present in the solution at a 
concentration sufficient to reduce ley els of NPY binding to cells expressing the NPYl receptor in 
yitro. 
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17. (Amended) 



A method for altering the signal-transducing activity of a cell surface NPYl 



receptor, said method comprising contacting cells expressing such a receptor with a solution 
comprising a compound of [Claim 1 ] the formula 



or a pharmaceuticallv acceptable salt, hydrate, or prodrug thereof, wherein: 
X is N or CR^^ 

R' is selected from H. C rCr alkvl C-C.n cvcloalkvh rC -d o cvcloalkyD C .-C . alkvK C.-C^ alkenvl 
C.-C . alkvnvL cvano. halo, C -C .haloalkvL OR^ C i-C . alkvl-OR': C .-C. cvanoalkvL NR^R^ 
C pC. alkvl-NR^R^: 

RMs 

Ci -C^ alkvl which optionally forms a C.-Ca aminocarbocvcle or a C^-C^ aminoheterocvcle 

with A or B, each of which is optionally substituted with R^, 

C3-C , n cycloalkvL or 

fC.-C. n cycloalkyQ C i> Q alkvl: or 
R^ and R^ jointly with the 2 nitrogen atoms to which they are bound, form a Cn-C< amin oheterocvcle 

optionally substituted with R^, or 
R^ and A jointly form a C^-C^ aminocarbocvcle or a C.-C. aminoe heterocvcle optional ly substituted 

at with R^: 

A represents an alkvl chain of L2, or 3 carbon atoms which is optionally mono- or di-substituted at 
each carbon with substituents independently selected from C ^- C, alkvl C a-C. o cvcloalkvL 
fC.-Ci ^ cvcloalkvP C pQ alkvL Ci -C. alkenvl, C .-C . alkvnvL cvano, halo, C .-C^ haloalkvL 




B 
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OR^. C,-C ^ alkvl-QR^: C .-C . cvanoalkvl. NR^R^ and C .-C. alkvl-NR^R^. or 
A and B jointly form a C,-C^ carbocvcle. optionally substituted at each atom with R^: 

B represents an alkyl chain of 1.2 or 3 carbons atoms, which is optionally mono- or d i-substituted 

at each carbon with substituents independently selected from C . -C^ alkyl. C^-C i<t cycloalkyl. 

(C,-C. » cvcloalkvl) C - C. alkvl. C-C. alkenvl. C^ -C . alkynvl. cyano. halo. C .-C. haloalkyl. 

OK\ C,-C . alkvl-OR': C .-C . cyanoalkyl. NR«R^ and C ,-C . alkvl-NR^R^ or 
B and R-^ jointly form a Ci-C^ aminocarbocycle . which is optionally substituted at each atom with 

R^. or 

B and R*^ jointly form a C^-C< aminocarbocycle. which is optionally substituted at each atom with 

S!; 

R^ is selected from H. C .-C . alkyl. C -C . cycloalkyl. (C -C. ^ cycloalkyn C .-C. alkyl. alkenyl. 

alkvnvl. cvano. halo. C ,-C . haloalkvl. OR\ C .- C alkyl-OR^. C .-C. cyanoalkyl. NR^^ 
Ci -C. alkyl-NR^R^: 

R" is selected from arvl or heteroarvl. each of which is substituted with 1 to 5 substituents 
independently selected from C .-C ^ alkyl. C -C. n cycloalkyl. C, -C.» cycloalkenyl. (C-C.n 
cycloalkyn C .-C . alkyl. C .-C ^ alkenyl. C .-C, allcynyl. halogen. C.-C. haloalkyl. 
trifluromethylsulfonyl. OR^. C .-C . alkyl-ORl NR»R^ C .-C . alkvl-NR^R^ CQNR'R". C .-C. 
alkyl-CONR8R^ COORL C .-C , alkyl-CQOR^ CN. C .-C . alkvl-CN. SO,NR«R^ SO,R^. aryl. 
heteroarvl. heterocycloalkyl. 3-. 4-. or 5-("2-oxo- 1 .3-oxa2olidinyl'). wherein at least one of the 
positions ortho or para to the point of attachment of the aryl or heteroaryl ring to the pvrazole 
is substituted: 

R^ is selected from: 

C. -C. alkyl. (C, -C. n cycloalkyP C .-C . alkyl. C-C. alkenyl. C,-C. alkynyl. each of which is 
substituted with 1 to 5 groups independently selected at each occurrence from halo. C i-C, 
haloalkyl. oxo. OR\ cyano. NR^R^ CONR^R^ COQR^. SQ,NR«R^ SO,R^ NR"COR'^ 
NR"SO,R^: 

ArvirC.- Oalkyl. heteroarvKC - Oalkyl. arvUC. - C^cycloalkvl. or heteroarvirC .-Co^cvcloalkyl. each 
of which is optionally substituted with 1 to 5 substituents independently selected at each 
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occurrence from C - C. alkvL C, -C, n cvcloalkvL C, -C. n cvcloalkenvL (C .-Cm cvcloalkvO 
r^alkyl, CpC ^ alkenvL halogen, C .-C . haloalkvL trifluromethvlsulfon vl. OR^, NR^R\ C,-C. 
alkvl-OR^, C -C . alkvl-NR«R^ CONR^R^ COQR^ CN. SO.NR^R^ SO.R^. arvl, heteroarvL 
heterocvcloalkvL 3-, 4-, or 5'(2-oxo-L3-oxa2olidinvl\ wherein any 2 adjacent substituents 
may be take together to form a C^-C^ cvcloalkvl ring, a C -C. ^ cvcloalkenvl ring or a 
heterocycloalkyl ring: 

C32C10 cycloalkyl or Co heterocycloalkyl containing one, two, or three O, S, or N atom s, each of 
which is optionally substituted with 1 to 6 substituents independently selected from C .-Ca 
alkyL C.-Cm cvcloalkyl, C, -C, n cvcloalkenyl. (C. -Cn cycloalkyl) C .-a. alkyl. Ci-C^ alkenyl. 
0x0, halogen, C .-C . haloalkyl. OR^, NR^R^ (with the proyiso that when two O R^ or NR^R^ 
substituents are geminallv located on the same carbon R^ is not H and the g eminallv located 
OR^ or NR^R^ substitutuents can be taken together to form a Co-C. ketal, oxazoline, 
oxazolidine, imidazoline, or imidazolidineheterocycle), C , -C^ alkyl-QR^, C . -C^:, alkvl-NR^R* ^, 
CONR^R^ COOR^ CN. 0x0, hydroximino, C .-C . alkoximino. SO.NR^R^ SO^R^ 
heterocycloalkyl, aryl. heteroaryl. where aryl or heteroaryl is optionally substituted with 1 
to 5 substituents independently selected at each occurrence from C .-C ^, alkyL C^ -dn 
cvcloalkyl, C. -C n cycloalkenyL (C .-C. n cycloalkyl) C rC alkyl, Ci-C. alkenyl. halogen, C- 
C. haloalkvL trifluromethvlsulfonvL OK\ NR^R^ C .-C . alkvl-OR^ C -C. alkvl-NR^R^ 
CONR^R^ COQR^, CN, SO.NR^R^, SO^R^. arvL heteroaryl, heterocvcloalkvL 3-, 4-. or 5-f 2- 
oxo-l,3-oxazolidinviy with the proviso that 2 adjacent substituents can optionally form 
together a C^ -Ci ^ cvcloalkvl ring, a C^-Cm cvcloalkenvl ring or a heterocycloalkyl ring: 

aryl or heteroaryL optionally substituted with 1 to 5 substituents independently selected at each 
occurrence from halogen, C .-C r, alkvL C. -C m cvcloalkyl, C .-Cm cvcloalkenvL (C^ -C n 
cvcloalkvl) CrC^ alkvL C . -C. alkenvL halogen, C t-C. ^ haloalkvL trifluromethvlsulfonvl: 
OR^. NR^R^ C . -C. alkvKOR^ C ,-C . alkvl-NR^R^ CONR^R^ COOR^ CN. SO.NR^R^ 
SO.R^, arvl, heteroaryl, heterocvcloalkvL 3-, 4-. or 5-r2-oxo-L3-oxazolidinv iy wherein any 
2 adjacent substituents may be taken together to form a C^-C i/ > cvcloalkvl ring, a C^i -Cm 
cvcloalkenvl ring or a heterocycloalkyl ring: 

or 

3- or 4-piperidinvL 3-pvrrolidinvL 3- or 4- tetrahvdropvranvL 3-tetrahvdrofuranvL 3- or 4- 
tetrahvdropvranvL 3-tetrahvdroftiranvL 3- or 4-tetrahydrothiopyranvL 3- or 4-(l .l-dioxo) 
tetrahvdrothiopvranvL 1 -azabicvclo[4.4.0]decvL 8-azabicyclor3.2. 1 loctanvL norbomvL 
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quinuclidinvL indolin-2-one-3-vl. 2-(methoximinoVperhvdroazepin-6-vL each optionally 
substituted with 1 to 5 substituents independently selected at each occurrence fromR^ C |-C^ 
alkyl-OR^ C .'C r alkvl-NR«R^ CONR»R^ CR COOR^ SO.NR^R^ and SO,R^: 

R^ is selected from H, C -C. alkyL C.-C m cycloalkyL (C -C . cycloalkyn C .-C. alkyl. C.-C. alkenyl 
aryirCi -C ^lalkvl heteroarvKC i- C^alkvl each of which is optionally substituted with 1 to 5 
substituents independently from halogen, C .-C . haloalkyl. OR^^. NR^R^ C i-C . alkyl-OR^^: 
C.-C . alkyl-NR^R^ CONR^R^ COOR^ CN, SO.NR^R^ and SO.R^: 

R^ is independently selected at each occurrence from H, C « -C^ alkyL C^-C ./^ cycloalkvL C^-C,n 
cycloalkenyl, fC. -C m cycloalkyP C . -C^ alkyl, C i -C, haloalkyL or hetero cycloalkyL Ci-C« 
alkylsulfonyL arylsulfonyL heteroarylsutfonyL C .-C p alkanoyl. aroyl, heteroaroyL aryL 
heteroaryU CpC^. arylalkyl or C i -Cr. heteroarylalkyl each optionally substituted with 1 to 5 
substituents independently selected from halogen, C rC .. haloalkyL OR^^ NR^R^, C i-Ca alkyl- 
OR^^ C,-C . alkyl-NR^R^ CONR^R^ COOR^^ CN. SO.NR^R'. and SO.R'^ with the oroyiso 
that when R^ is SO.R^\ R^^ cannot be H 

R^ and R^ are independently selected at each occurrence from H, C-C^ alkyL d -C. n cycloalkyL C:,- 
C. alkenyL C. -Ci ^ cycloalkenyL alkynyL heterocycloalkyL C i-Co alkanoyl, aroyL 

heteroaroyL aryL heteroaryL C i-C ^ arylalkyl or C .-C ^, heteroarylalkyl. o r R^ and R^ taken 
together, can form a C^-C/. aminocarbocycle or a C^-C^ aminoheterocycle each of which is 
optionally substituted with C ^ -Cr. alkyl, C .-C, n cycloalkyL C. -C,n cycloalkenyl, (C^ -Cm 
cycloalkyn C pC . alkyl, C i-C. haloalkyL 

or heterocycloalkyL CpC^ alkylsulfonyL arylsulfonyL heteroarylsulfonyl, CpC^ alkanoyl, 
aroyL heteroaroyL aryL heteroaryL C . -C^ arylalkyl or C -C. heteroarylalkyl: 

R'' is selected from H, C i -C. alkyl, C. -C, n cycloalkyL fC. -C m cycloalkyP C .-C alkyl: 

R^^ is selected from H, aryL heteroaryL C .-C r. alkyl, C -Cm cycloalkyL rC -dn cycloalkyn Ci-Cr. 
alkyl. optionally substituted with OR^. NR^R^ C .-C . aminocarbocycle, or C^-C^ 
aminoheterocycle: 
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R'^ is independently selected at each occurrence from H. C | -Q alkvl. C^-C | n cvcloalkvl. (C^-C .^ 
cvcloalkvn C .-C ^ alkvl. C,-C^ alkenvl. alkvnvl. C .- Q haloalkvl. with the proviso 

that when R^is SO,R'\ R" cannot be H: and 

R'^ is H. C .- g alkvl. C, -C, n cvcloalkvl. (C .-C . cvcloalkvn C .-C . alkvl. C. -C. alkenvl. C,-C. 
alkvnvl. halo, or CN 

wherein the compound is present in the solution at a concentration sufficient to reduce levels of NPY 
binding to cells expressing the NPYl receptor in vitro. 

52 (Amended) A method of selectively inhibiting binding of NPY, receptors, which 



or a pharmaceuticallv acceptable salt, hvdrate. or prodrug thereof, wherein: 
X is N or CR'^: 

R' is selected from H. C . -C,. alkvl. C, -Ci » cvcloalkvl. (C -C. n cvcloalkvn C .-C< alkvl. C,-C. alkenvl. 
C.-Cr. alkvnvl. cvano. halo. C .-C . haloalkvl. OR^. C .-C . alkvl-OR^: C .-C. cvanoalkvLNR^R^ 
C. -C. alkvl-NR^R^i 



comprises contacting a compound of [Claim 1] the formula: 




RMs 
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C pC^ alkvl which optionally forms a Ci-Cr. aminocarbocvcle or a Co-C< aminoheterocvcle 
with A or B, each of which is optionally substituted with R^, 
C 3-C i n cvcloalkyL or 
fQ-Ci a cycloalkyH C i -C^, alkyl: or 
and jointly with the 2 nitrogen atoms to which they are bound, form a C^-C^ aminoheterocvcle 
optionally substituted with R^, or 
R^ and A jointly form a C.-C. aminocarbocycle or a C.-C< aminoe heterocycle optionally substituted 
at with R^: 

A represents an alkyl chain of L2, or 3 carbon atoms which is optionally mono- or di-substituted at 
each carbon with substituents independently selected from C .-C r, alkyL C,-C | o cycloalkyK 
(C.-C| n cycloalkyn C rC^. alkyl, Ci-C . alkenyL C ,-C ^. alkvnyl, cyano, halo, C i-C. haloalkyl. 
OR^ C pC^ alkyl-OR^: C .-C . cyanoalkyL NR^R^ and C .-C . alkyl-NR^R^ or 

A and B jointly form a C^-Ca carbocvcle. optionally substituted at each atom with R^: 

B represents an alkyl chain of L2 or 3 carbons atoms, which is optionally mono- or di-substituted 
at each carbon with substituents independently selected from CpCr. alkyl. C ^-C.n cycloalkyL 
(C-C . cycloalkyn C i-C . alkyL alkenyL C.-a. alkynyL cyano, halo, C-O, haloalkyl 
OR7, C. >C. alkyl-OR^: C .-C . cyanoalkvL NR«R^ and C ,-C . alkyl-NR^R^ or 

B and R^ jointly form a C^-C^ aminocarbocycle , which is optionally substituted at each atom with 
R^, or 

B and R^ jointly form a C^-Cr . aminocarbocycle, which is optionally substituted at each atom with 
Ell 

R3 is selected fromH, C pC. alkyl, C.-C n cycloalkyL (C .-C. n cvcloalkyl) C i-C. alkvl C.-C^ alkenyL 
alkvnvL cvano, halo, C .-C . haloalkvl OR^ C ,-C . alkvl-OR^, C .-C . cvanoalkvLNR^R^ 
C. -C. alkvl-NR^R^: 

R"^ is selected from arvl or heteroarvl each of which is substituted with 1 to 5 substituents 

independently selected from C^C^ alkvl C .-C| n cvcloalkvl C^ -C m cvcloalkenvl (C -Cm 
cvcloalkvn C pC . alkvl C i- C. alkenvl C .-C . alkvnvl, halogen, C .-C . haloalkyl 
trifluromethvlsulfonvl OR^, C .-C . alkvl^OR^. NR^R^ C .-C . alkvl^NR^R^ CONR^R^ C -C. 
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alkvl-CONR^R^ COOR^ C .-C . alkvl-COOR\ CN. C -C . alkvl-CN. SO.NR^R^ SO.R^ arvK 
heteroarvl. heterocvcloalkvL 3-, 4-, or 5-( 2-oxo- 1 ,3-oxazolidinvl), wherein at least one of the 
positions ortho or para to the point of attachment of the arvl or heteroarvl ring to the pvrazole 
is substituted: 

i 

1 

R^ is selected from: 

Cr-C r alkvl (C .-Ctn cvcloalkvn C ,- C alkvh Co-C. alkenvL C .-C ^ alkvnvl each of which is 
substituted with 1 to 5 groups independently selected at each occurrence from halo, C 1-C9 
haloalkvl. Qxo, OR^. cvano. NR^R^ CONR^R^ CQOR^. SO.NR^R^ SO.R^ NR^^COR'^ 
NR^'SOoR^: 

ArvlfC p C^alkvl. heteroarvlfC i-C ^^alkvL arvlfC.-C^^cvcloalkvl. or heteroarvl(C< -C^^cvcloalkvL each 
of which is optionally substituted with 1 to 5 substituents independently selected at each 
occurrence from C .-C r. alkyL C^-Cm cvcloalkyl. C, -C m cvcloalkenyl, fC. -Cm cvcloalkyP Ci- 
C^, alkyl. CrC . alkenyl, halogen, C-C.haloalkyL trifluromethylsulfonyL OR^,NR^R^ C i-C, 
alkyl-OR^ C ,-C . alkyl-NR^R^ CONR^R^ COOR^. CN> SQ.NR^R^ SO . R". arvK heteroar vl 
heterocvcloalkvL 3-. or 5-f2-oxo-13-oxazolidinvl), wherein any 2 adjacent substituents 
may be take together to form a Ci-C n cvcloalkyl ring, a C^-C .. ^ cvcloalkenvl ring or a 
heterocvcloalkvl ring: 

Ci-Cn^ cvcloalkyl or Co Co heterocvcloalkvl containing one, two, or three O, S, or N atoms, each of 
which is optionally substituted with 1 to 6 substituents independently selected from d -Cr. 
alkvl. C.-C. n cvcloalkvL C. -C. n cvcloalkenvL (C -C m cvcloalkyH C i-C, alkvL Ci-Ca alkenvL 
0x0. halogen, C ^-C .. haloalkvl. OR^, NR^R^ (with the proviso that when two OR^ or NR^R^ 
substituents are geminallv located on the same carbon R^ is not H and the geminallv located 
OR^ or NR^R^ substitutuents can be taken together to form a C ^-C^ ketaL oxazoline; 
oxazolidine, imidazoline, orimidazolidineheterocvcle), C i -C^ alkvl-OR^, C pC ^^alkyl-NR^R'^. 
CONR^R^ COOR^, CN, 0x0. hvdroximino, C .-C . alkoximino. SO.NR^R^ SOoR^; 
heterocvcloalkvl, arvl, heteroarvl, where arvl or heteroarvl is optionally substituted with 1 
to 5 substituents independently selected at each occurrence from C .-C ^, alkvl, Ci-C m 
cvcloalkyl, C. -C. n cvcloalkenvL (C -C m cvcloalkvn C - C. alkvL C i-C- alkenvL halogen, C- 
C . haloalkvl, trifluromethvlsulfonvL OR^, NR^R^ C ,-C . alkvl-OR^, C .-C. alkvl-NR^R^ 
CONR^R^ COOR^ CN; SO.NR^R^ SO.R^, arvL heteroarvl, heterocvcloalkvl, 3-. 4-. or 5-(2- 
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oxo-L3-oxazolidinvn. with the proviso that 2 adjacent substituents can optionally form 
together a C, -C. n cvcloalkvl ring, a C^-C » n cvcloalkenvl ring or a heterocvcloalkvl ring: 
arvl or heteroarvl. optionally substituted with 1 to 5 substituents independently selected at each 
occurrence from halogen, C i-C ^ alkyL Q -C. n cvcloalkyL C -C,^ cycloalkenyl. fC^-Cn 
cycloalkyU C t -C^ alkyl C i -C^ alkenyL halogen, C^C. haloalkvL trifluromethylsulfonyl 
OR^, NR^R\ C -C . alkyl-OR^ C .-C . alkyl-NR^R^ CONR^R^ COOR^ CN. SO.NR»R^ 
SOo R^ arvl, heteroarvl, heterocycloalkyL 3-, 4-. or 5-(2->oxo-K3-oxazolidinvl). wherein any 
2 adjacent substituents may be taken together to form a C^ -C m cvcloalkvl ring, a Ci-C m 
cvcloalkenvl ring or a heterocvcloalkvl ring: 

or 

3- or 4-piperidinyl, 3-pyrrolidinyL 3- or 4- tetrahvdropvranvl, S-tetrahvdrofuranvl, 3- or 4^ 
tetrahvdropvranvl, 3-tetrahvdrofuranvl, 3- or 4-tetrahvdrothiopvranvl, 3- or 4-(l,l-dioxo) 
tetrahvdrothiopvranvl, l-azabicvclor4.4.01decvl, 8-azabicvclor3.2.l1octanvl, norbomvl, 
quinuclidinvl, indolin-2-one-3-vl, 2-fmethoximinoVperhvdroazepin-6-vL each optionallv 
substituted with 1 to 5 substituents independentlv selected at each occurrence from R^ C i-Cr. 
alkvl-OR^, C i-C . alkvl-NR^R^. CONR^R^ CN. COOR^ SO.NR^R'. and SO.R^: 

R^ is selected from H, C ,-C . alkvl, C -d n cvcloalkvl, fC. -C m cvcloalkvD C i-C ^, alkvl, C. -C^ alkenvl 
arvlfCpC ^^alkvl, heteroarvlfC i -C^^alkvl each of which is optionallv substituted with 1 to 5 
substituents independentlv from halogen, C ,-C . haloalkvL OR'\ NR^R^ C i-C . alkvl-OR^\ 
C pC. alkvl-NR«R^ CONR^R^ COOR^, CN. SO.NR^R^. and SO.R^: 

R^ is independentlv selected at each occurrence from H, C . -C/; alkvl C .-Cn cvcloalkvL C^-C m 
cvcloalkenvl, (C. -C,r > cvcloalkvl) CpC^ alkvl, C .-C. haloalkvl, or heterocvcloalkvl, C ,-C« 
alkvlsulfonvL arvlsulfonvl, heteroarvlsulfonvl, C-C^ alkanovl, arovl, heteroarovl, arvl, 
heteroarvl, CpC^ arvlalkvl or C t -C^, heteroarvlalkvl each optionallv substituted with 1 to 5 
substituents independentlv selected from halogen, C , -C^ haloalkvl, OR'\ NR^R^ C i -C^ alky 1- 
QR'^ CpC ^ alkvl-NR^R^ CONR^R^ COOR'\ CN. SO.NR^R^ and SO.R^^ with the proviso 
that when R^ is SO.R^\ R'^ cannot be H 

R^ and R^ are independentlv selected at each occurrence from H, C p C, alkvl, C ..-C.n cvcloalkvL C^- 
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C ^, alkenvL C i-C, ^ cvcloalkenvL C^-Ck alkvnvL heterocvcloalkvK C .-C « alkanovl arovL 
heteroarovL arvL heteroarvK C -C. ^ arvlalkvl or CpC^ heteroarvlalkvL or and taken 
together, can form a C.-C^ aminocarbocvcle or a C->-C^ aminoheterocvcle each of which is 
optionally substituted with C i -C alkvK C. -Ci ^ cvcloalkvL C -C q cvcloalkenvL (C^t -C.n 
cvcloalkvD C .-C ^ alkvL C-C. haloalkvL 

or heterocvcloalkvU C i -C ^ t alkvlsulfonvL arvlsulfonvL heteroarvlsulfonvL C ,-C p alkanovL 
arovL heteroarovl arvl heteroarvl C | -C^ arvlalkvl or C-Ca heteroarvlalkvl: 

R^^ is selected from H. C i-C < alkvL C -C. o cvcloalkvL (C. -C m cvcloalkvl) C -C alkvl; 

R'^ is selected from H. arvL heteroarvl, C i- Q alkvL C -Cm cvcloalkvL fC^ -Cm cvcloalkvP Ci-C^ 
alkvL optionally substituted with OR^. NR^R^ C. -C ^ aminocarbocv cle. or C^-C< 
aminoheterocvcle: 

R^^ is independently selected at each occurrence from H, C i -Cr. alkvL C. -C m cvcloalkvL (C^ -Cm 
cvcloalkvn C i-C . alkvL C.-C. alkenvL alkvnvL C .- C, haloalkvL with th e proviso 

that when R^ is SO.R^^ R^^ cannot be H: and 

R'^ is H, C -C . alkvL C -C m cvcloalkvL (C. -C n cvcloalkvP C i-C ^ alkvL C.-C . alkenvL Co-C. 
alkvnvL halo, or CN 

with neuronal cells, wherein the compoxmd is present in an amount effective to produce a 
concentration sufficient to selectively inhibit bindingof NPY peptides to NPY, receptors in vitro. 
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